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Abstract

Coma blisters (CB) are self-limiting cutaneous lesions that typically occur in patients with prolonged impaired consciousness, often
due to drug overdoses such as barbiturates. They are rarely observed in liver transplant patients and can clinically mimic conditions
like necrotizing fasciitis. We report the case of a 49-year-old male post-liver transplant who presented with bullous and necrotic
lesions on the anterior abdominal wall, initially suspected to be necrotizing fasciitis. A skin biopsy confirmed CB, and the patient
responded to corticosteroid treatment, with improvement over 20 days. The patient returned 10 months later with similar lesions,
which again resolved with similar management. Early diagnosis and appropriate treatment are essential, particularly in immuno-
compromised patients, to distinguish CB from more serious conditions.
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oma blister (CB) is usually seen as a result of the over-

dose of drugs such as benzodiazepines, antipsychot-
ics, opiates, tricyclic antidepressants, alcohol, heroin, and
barbiturates. It is rarely seen in patients with long-term
impaired consciousness."? It has also been observed in
patients with chronic renal failure, hypercalcemia, carbon
monoxide poisoning, diabetic ketoacidosis, and various
neurological disorders.®! Skin lesions usually appear after
48-72 hours and resolve within 2-4 weeks.'” The mecha-
nism of CB formation is not fully understood, but timely
treatment is essential. CB is a self-limiting cutaneous dis-
ease. Patients may present with complaints of pain, edema
and skin necrosis in the affected area. Because it is rarely
seen, clinicians may it misdiagnose as necrotizing fasciitis
or cellulitis. A 47-year-old male patient presented with

Address for correspondence: Adem Tuncer, MD. Department of General Surgery, istanbul Aydin University, istanbul, Tiirkiye

Phone: +90 537 564 83 18 E-mail: ademtuncer89@hotmail.com

Submitted Date: 09.12.2024 Revised Date: 02.01.2025 Accepted Date: 03.01.2025 Available Online Date: 24.01.2025 -E|

°Copyright 2024 by Journal of Inonu Liver Transplantation Institute - Available online at wwwijilti.org
OPEN ACCESS This is an open access article under the CC BY-NC license (http://creativecommons.org/licenses/by-nc/4.0/).

the complaint of extensive skin necrosis on the anterior ab-
dominal wall. We present the case because this situation is
special in a patient who had a liver transplant before.

Case Report

A 49-year-old male patient who had undergone liver trans-
plantation for Budd-Chiari 5 years ago was continuing his
routine controls. Three years after liver transplantation, the
patient was admitted to our clinic with ecchymosis, bullous
and necrotic lesions on the anterior abdominal wall for 3
days (Fig. 1). On the physical examination, necrotizing fas-
ciitis was considered in the differential diagnosis, and anti-
biotic therapy was started since there was ecchymosis in an
area localized with bullae on the right side of the anterior
abdominal wall and severe pain on palpation. Neurological
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Figure 1. Picture of the patient's lesion at the time of admission.

examination of the patient with high acute phase reactant
levels was normal.

There was no finding in favor of necrotizing fasciitis in the
abdominal tomography of the patient (Fig. 2). The patient
who had a liver transplant due to Budd-Chiari was regu-
larly using tacrolimus, warfarin, ursodeoxycholic acid, and
esomeprazole. The patient's tacrolimus level was normal
(7.6: 5-20), and his INR was 1.6. A biopsy was taken from
the patient's lesion and the patient was consulted with
the dermatology department. Purpura fulminans, warfa-
rin necrosis, bullous pyoderma gangrenosum, ecthyma
gangrenosum, necrotizing fasciitis were considered in the
differential diagnosis. In addition to antibiotics, methyl-
prednisolone 40 mg and the wet dressing were started as
treatment. In addition, the immunosuppression dose taken
by the patient was decreased and continued.

Figure 2. Abdominal tomography of the patient at the time of ad-
mission.
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The patient's complaints regressed after 7 days and the col-
or of the necrotic areas began to improve (Fig. 3). Heparin
treatment was started for the patient using Coumadin. And
the dose of methylprednisolone was gradually reduced.
The wound dressing was continued with antibiotic creams.
After 20 days of hospitalization, necrotic tissues were de-
brided and wound dressing of the ulcerated area was con-
tinued. After 4 weeks, the pathology result was reported as
a coma blister. And the patient's methylprednisolone and
the antibiotic cream dressing were continued. After 7 days,
the methylprednisolone treatment was stopped. The pa-
tient was discharged on the 40%" day.

10 months later, the patient came back to the clinic with
complaints of redness, bruising and pain in the right thigh
(Fig. 4). The necrotic lesion, which was severely painful on
palpation, resembled the lesions 10 months ago. The pa-
tient was hospitalized and after 1 week of antibiotic, steroid
and anticoagulant treatment, the lesion resolved and the
patient was discharged. No new lesion developed in the
follow-up of the patient (Fig. 5).

Figure 3. Picture of the patient's lesion during treatment.

Figure 4. Picture of the lesion developing on the patient's thigh.
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Figure 5. Picture of patient's response to treatment 6 months after
treatment.

Discussion

Coma blisters are self-limiting lesions that occur in a coma-
tose state for a variety of reasons but are most commonly
associated with barbiturate overdose. Examination of the
skin biopsy specimen shows the characteristic presence
of eccrine sweat duct necrosis.” When CB was first de-
scribed in the medical literature in 1965, it was reported
that CBs were caused by barbiturate poisoning. Later, it
was thought that CB was caused by pressure in patients
with impaired consciousness and ischemia in places where
the pressure was high. However, due to its distribution and
localization, this situation could not be explained by in-
creased pressure or vascular pathology. While it has been
suggested that some toxic effects of drugs may play a role,
the relationship between CB and any specific drug has
not been proven. He demonstrated that these skin lesions
caused by barbiturates can be distinguished by the specific
histological finding of sweat gland necrosis. They can usu-
ally be seen in both pressurized and non-pressurized areas
on the extremities and trunk.”!

There are also studies reporting damage to sweat glands
and ducts and related tissue hypoxia as the main mecha-
nism of CBs.®! CB is located on pressure areas, suggesting
that dermal pressure injury is an important underlying
mechanism. However, they have also been reported to af-
fect non-pressure sites, suggesting that additional mecha-
nisms may be involved, including drug toxicity, hypoxia,
hypothermia, metabolic acidosis, and immune system
disorders. In the differential diagnosis, pemphigoids may
include epidermolysis bullosa, bullous drug eruptions, bul-
lous diabeticorum and postburn bullae.”

CB, which is not well defined in the literature, should be
suspected in patients with severe pain, as it may cause ir-

reversible nerve and muscle damage." Necrotizing fasciitis
is a serious, potentially fatal soft tissue infection that pro-
gresses rapidly and can develop into septic shock.”! 70-90%
of these patients are polymicrobial and they are accompa-
nied by various comorbidities such as diabetes mellitus.
9 These two diseases can mimic each other. The etiology,
clinic and treatment of coma blister have been discussed
above. Necrotizing fasciitis is a life-threatening bacterial
infection that rapidly destroys subcutaneous tissue that
reaches the muscles. While coma blister is usually painless
and can be healed with simple wound care, necrotizing fas-
ciitis causes severe pain and requires surgical debridement
and broad-spectrum antibiotic therapy. If not treated early,
necrotizing fasciitis can lead to serious consequences such
as sepsis, organ loss and death, while coma blister usually
does not cause such complications.'

A biopsy was taken from the lesion that clinically and radio-
logically mimicked necrotizing fasciitis in our patient, and
symptomatic treatment was started. As a result of the skin
biopsy, the diagnosis of CB was confirmed.

Because CB lesions are self-limiting, a broad-spectrum topi-
cal antibiotic cream is sufficient to prevent secondary infec-
tion of ruptured bullae. Most bullae heal within two weeks
with the regeneration of clinically intact normal skin."”

Conclusion

Coma blisters are lesions that can accompany various neu-
rological diseases. Although they are most commonly as-
sociated with barbiturate overdose, they can also be seen
in coma due to other etiologies. Blisters develop 48 to 72
hours after the onset of unconsciousness. Because liver
transplant patients are immunosuppressed, early diagnosis
and treatment for coma blisters are important.
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